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Re Item V 

Reasoned statement with regard to novelty, inventive step or Industrial applicability- 
citations and explanations supporting such statement ' 

D1 - WO-A 98/46234 
D2 - EP-A 082 404 
D3 - WO-A 98/20864 



The present invention provides 'diflunisal' derivatives having use as inhibitors of the 
fomiation of amyloid fibrils associated with transthyretin (amyloldogenesis inhibitors) thus 
being surtable for the treatment of neurogenerative diseases. .. 

The present compounds of fonnula (I) (see claim 1) are In particular characterized by 
having a iodine substituent in 5-position of the basic molecule (2',4'-difluoro-4-hydroxy-3- 
biphenylcartDoxylic acid). Since none of the prior art documents D1-D3 discloses such 5- 
iodo derivatives, the claimed compounds (claims 1 -3) and the subject-matter of claims 4-9 
related herewith can be considered novel (Art. 33(2) PCT). 

The effect of said lodation leading to an enhanced activity (amyloidogenesis inhibition) as 
compared to non-lodated derivatives (see the experimental part of the present application) 
cannot be derived from the teaching of the available prior art documents. Indeed. D1 which 
merely theoretically covers iodo derivatives of certain diflunisal ester derivatives (see the 
definition of R3 which includes inter alia "halo" . the position of R3 being not defined) relates 
to compounds having anti-platelet activity, hydroxy radical scavenging properties which 
makes them suitable for the treatment or control of thrombosis and ischaemic/perfuslon 
injury of tissues such as liver. , 
D2 deals with analgesic and anti-inflammatory diflunisal derivatives, D3 with anti- 
inflammatory diflunisal derivatives which are also suitable for the treatment of 
neurogenerative diseases. In addition, neither D2 nor D3 suggests iodinatlon of diflunisal 
derivatives. 

Having regard to the prior art, the subject-mattenof claims 1-9 is also considered to meet 
the requirements of Art. 33(3) PCT. 

The-subject-roatter of-clalms l-g-also-meets the criteria Art. 33(4) PCT (industrial 
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